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I. Base du rapport 

1 . En ce qui concerne les elements de la demande intemationale (les feuilles de remplacement qui ont 6t6 

remises a I'office recepteur en reponse a une invitation faite conformement a i'article 14 sont consider6es, dans 
le present rapport , comme Initialement deposees" et ne sont pas Jointes en annexe au rapport puisqu'elles ne 
contiennent pas de modifications (regies 70. 16 et 70.17)) : 



Description, Pages 

1 -1 1 telles qu'initialement deposSes 

Revendications, Hoi 

1-10 telies qu'initialement deposees 

2. En ce qui concerne la langue, tous les elements indiques ci-dessus ^taient a la disposition de radministration 
ou lul ont et^ remis dans la langue dans laquelle la demande intemationale a etS ddposee, sauf indication 
contraire donnde sous ce point. 

Ces Elements ^talent k la disposition de radministration ou lui ont StS remis dans la langue sinvante: ,qui est: 

□ la langue d'une traduction remise aux fins de la recherche Internationale (selon la rdgle 23.1 (b)). 

□ la langue de publication de la demande Internationale (selon la regie 48.3(b)). 

□ la langue de la traduction remise aux fins de I'examen prSliminaire intemationale (selon la regie 55.2 ou 
55.3). 

3. En ce qui concerne les sequences de nucleotides ou d'aclde amlnesdivulgu^es dans la demande 
Internationale (le cas dchdant), Texamen prSliminaire Internationale a ete effectud sur la base du listage des 
sequences : 

□ contenu dans la demande intemationale, sous forme ecrite. 

□ depose avec la demande intemationale, sous forme dechiffrable par ordinateur. 

□ remis ult6rieurement k radministration, sous forme ecrite. 

□ remis ult6rieurement k radministration, sous forme dechiffrable par ordinateur. 

□ La declaration, selon laquelle le listage des sequences par ^crit et fourni ulterieurement ne va pas au-del^ 
de la divulgation faite dans la demande telle que d^posde, a foumie. 

□ La declaration, selon laquelle les informations enregistrdes sous dechiffrable par ordinateur sont Identiques 
k celles du listaq§s des sequences Prdsentd par ecrit, a 6td fournie. 

4. Les modifications ont entraTn6 Tannulation : 

□ de la description, pages : 

□ des revendications, nos : 

□ des dessins, feuilles : 

5. □ Le present rapport a ete formula abstraction faite (de certaines) des modifications, qui ont 6t6 consid6r6es 

comme ailant au-del& de I'exposd de Tinvention tel qu'il a dtd depose, comme il est indiqu6 ci-apr§s (rdgle 
70.2(c)) : 

(Toute feuille de remplacement comportant des modifications de cette nature doit etre incSquee au point 1 
et annexSe au present rapport.) 
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6. Observations complementaires, le cas 6cheant : 

V. Declaration motivee selon Tarticle 35(2) quant a la nouveaute, Tactivite inventive et la posslbilite 
d'application industrielle; citations et explications a Tappui de cette declaration 

1. Declaration 

Nouveaut^ Qui: Revendications 3-5 

Non: Revendications 1 -2, 6-1 0 

Activlte inventive Oui: Revendications 3-5 

Non: Revendications 1-2,6-10 

Possibilit6 d'application industrielle Oui: Revendications 1-10 

Non: Revendications 



2. Citations et explications 
voir feuille separte 
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Concernant le point V : Declaration motivee selon la regie 66.2(a)(ii) quant a la 
nouveaute, Tactivite inventive et la possibilite d'application industrielle; citations et 
explications a I'appui de cette declaration 

II est fait reference aux documents suivants : 

D1 : WO 01/66088 A, cit6 dans la demande 
D2 : WO 01/56573 A, cite dans la demande 
D3: WO 02/22108 A 
D4: US 2002/11 9977 A1 

A moins qu'il n'en solt indique autrement, il est egalement fait reference aux 
passages pertinents cites dans le rapport de recherche international pour ces 
documents. 

V.2.1. 

D1 decrit une composition pharmaceutique comprenant un anti-inflammatoire non 
steroTdien (naproxene, indometacine, diclofenac, meioxicam, ibuprofene, etodolac), 
lie a un groupe NOg, et le tenatoprazole ou un autre inhibiteur de la pompe a protons 
(par exemple : omeprazole, lansoprazole, pantoprazole). La composition selon D1 
est adaptee pour une administration par voie orale et est utilis^e dans le traitement 
des douleurs et des inflammations. Ainsi, les revendications 1-2, 6-10 ne sent pas 
nouvelles au vu de D1 (Article 33(2) PCT). 

D2 decrit une composition pharmaceutique comprenant un inhibiteur de la 
cyclooxygenase-2 (dont le celecoxib et le rofecoxib) et un inhibiteur de la pompe k 
protons (dont le tenatoprazole). La composition selon D2 est adaptee pour une 
administration par voie orale ou parenterale et est utilis6e dans le traitement des 
douleurs et inflammations. Ainsi, les revendications 1-2 et9-10 ne sent pas nouvelles 
au vu de D2 (Article 33(2) PCT). 

D3 decrit une composition pharmaceutique comprenant un anti-inflammatoire non 
SteroTdien (salicylates, naproxene, indometacine, diclofenac, meioxicam, ibuprofene, 
etodolac, ...) et un inhibiteur de la pompe a protons (par exemple : omeprazole, 
lansoprazole, pantoprazole) et son utilisation dans le traitement des douleurs et des 
inflammations, sans les effets secondaires nefastes associes aux anti-inflammatoires 
non steroidiens. Ainsi, aucune des revendications 1-10 n*est anticipee par D3 (Article 
33(2) PCT). 
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D4 decrit une composition pharmaceutique comprenant un inliibiteur de la 
cyclooxygenase-2 et un inhibiteur de la pompe a protons (dont I'omeprazole, le 
lansoprazole, le pantoprazole) et son utilisation dans le traitement des douleurs et 
inflammations. AinsI, aucune des revendications 1-10 n'est anticipee par D4 (Article 
33(2) PCT). 

En conclusion, seules les revendications 3-5 sont nouveiles au vu de D1-D2 (Article 
33(2) PCT). 

V.2.2 

Ces revendications sont egalement inventives, car meme si le concept de combiner 
un inhibiteur de la pompe a protons a un AINS ou a un inhibiteur de la COX-2 et 
surtout Tassociation tenatoprazole-AINS/inhibiteur COX-2 est connu pour le 
traitement des douleurs et inflammations, aucun des documents D1-D4 ne suggere 
une des combinaisons specifiques des revendications 3-5. De plus, il a ete montre 
dans la presente demande que le tenatoprazole possede une forte biodisponibilite 
par voie orale et un faible taux de metabolisme par rapport aux autres inhibiteurs de 
la pompe a protons; ainsi en association avec un AINS il procure des avantages 
significatifs par. rapport aux autres traitements classiques (Article 33(3) PCT). 

V.2.3. 

La revendication 6 n'a pas de support dans la description (Article 6 PCT). 
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FOR FURTHER ACTION Notification of Transmittal of International 

Preliminary Examination Report (Form PCT/IPEA/416) 


I>- inatio!?al application No. 
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International filing date {day/nionth/yeaf) 
21 octobre 2003 (21.10.2003) 


Priority date {dc^/niontft/year) 
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Applicant 
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Tbis ^HtOTiational preliminary examination report has been prepared by this International Preliminary Examining Authority 
and IS transmitted to the applicant according to Article 36. e j 

This REPORT consists of a total of 5 sheets, including this cover sheet. 

p j This report is also acconqjanied by ANNEXES, i.e., sheets of the description, claims and/or drawings which have been 
fended md are the basis for this report and/or sheets containing rectifications made before fliis Authority (see Rule 
70.16 and Section 607 of the Administrative Instructions under the PCT). 

These annexes consist of a total of sheets. 



3. TTiis report contains indications relating to the following items: 
Basis of the report 
Priority 



S^-^S?l^®"^f^* ^^^^ ^^^^ ?^(^) ^^^^ to novelty, inventive step or industrial applicability- 
citations and explanations supporting such statement a^^H"^*"""/! 

Certain documents cited 

Certain defects in the international application 

Certain observations on the intemational application 
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INTERNATIONAL PRELIMINARY EXAMINATION REPORT 



onal application No. 

PCT/FR2003/003I20 



I. Basis of the report 



1, With regard to the elements of the international application:* 
I I the international application as originally filed 
1^ the description: 



1-11 



, as originally filed 

, filed witii the demand 



pages 



, filed with the letter of 



the claims: 
pages 



1-10 



pages 
pages 



, as originally filed 

, as amended (together wi& any statement under Article 1 9 
, filed with the demand 



filed with the letter of 



I I the drawings: 



, as originally filed 

, filed with file demand 



filed with the letter of 



I I the sequence listing part of the description: 

pages 

pages 



, as originally filed 

. , filed with die demand 



filed with the letter of 



2. With regard to the language, all the elements marked above were available or furnished to this Authority in the language in which 
the international application was filed, unless otherwise indicated under this item. 

These elements were available or fiimished to this Authority in the following language which is: 

□ the language of a translation furnished for the purposes of international search (under Rule 23.1(b)). 

□ the language of publication of the intemational application (under Rule 48.3(b)). 

the language of the translation furnished for the purposes of intemational preliminary examination (under Rule 55 .2 and/ 
or 55.3). 

3. With regard to any nucleotide and/or amino acid sequence disclosed in the intemational application, the intemational 
preliminary examination was carried out on the basis of the sequence listing: 

□ 

contained in the international application in written form. 

□ filed together with ttie intemational application in computer readable fonn. 

□ furnished subsequently to this Authority in written form. 

□ furnished subsequently to this Authority in computer readable form. 

The statement that the subsequently furnished written sequence listing does not go beyond the disclosure in the 
intemational application as filed has been furnished. 

The statement that the information recorded in computer readable form is identical to the written sequence listing has 
been furnished. 



□ 

4.n 



The amendments have resulted in the cancellation of: 

the description, pages 

I I the claims, Nos, 

I I the drawings, sheets/fig 



^ I I This report has been established as if (some of) the amoidments had not been made, since they have been considered to go 
I — ' beyond the disclosure as filed, as indi^ited in die Supplemental Box (Rule 70.2(c)).** 

* Replacement sheets which have been jumished to the receiving Office in response to an invitation under Article 14 are referred to 
in this report as "originally filed" and are not annexed to this report since they do not contain amendments (Rule 70.16 
and 70J7). 

**Any replacement sheet containing such amendments must be r^erred to under item 1 and annexed to this r^ort. 
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V. Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 

1. Statement 

Novelty (N) Claims 

Claims 

Inventive step (IS) Claims 

Claims 

Industrial e^plicability (lA) Claims 

Claims 

2. Citations and explanations 

Reference is made to the following documents: 
Dl: WO 01/66088 cited in the application 
D2: WO 01/56573 cited in the application 
D3: WO 02/22108 A 
D4: US 2002/119977 Al 

Unless otherwise indicated, reference is also made to the 
relevant passages cited in the international search report 
for the above documents. 

V.2.1 

Dl describes a pharmaceutical composition including a non- 
steroid anti-inflairanatory (naproxen, indomethacin, 
diclofenac, meloxicam, ibuprofen, etodolac) , bonded to a 
NO2 group and tenatoprazole or another proton pump 
inhibitor (for example: omeprazole, lansoprazole, 
pantoprazole) - The composition according to Dl is suitable 
for oral administration and is used for treating pains and 
inflammations. Thus, claims 1 to 2 and 6 to 10 are not 
novel over Dl (PCT Article 33(2)). 

D2 describes a pharmaceutical composition including a 
cyclo-oxygenase-2 inhibitor (such as celecoxib and 
rofecoxib) and a proton pump inhibitor (such as 
FormPCT/IPEA/409 (BoxV) (January 1994) 
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tenatoprazole) . The composition according to D2 is 
suitable for oral or parenteral administration and is used 
for treating pains and inflammations. Thus, claims 1 to 2 
and 9 to 10 are not novel over D2 (PCT Article 33(2)) . 

D3 describes a pharmaceutical composition including a non- 
steroid anti-inflammatory (salicylates, naproxen, 
indomethacin, diclofenac, meloxicam, ibuprofen, etodolac) 
and a proton pump inhibitor (for example: omeprazole, 
lansoprazole, pantoprazole) and the use thereof for 
treating pains and inflammations, without the harmful 
secondary effects associated with non-steroid anti- 
inflammatories. Thus, none of claims 1 to 10 is 
anticipated by D3 (PCT Article 33(2)). 

D4 describes a pharmaceutical composition including a 
cyclo-oxygenase-2 inhibitor and a proton pump inhibitor 
(such as omeprazole, lansoprazole, pantoprazole) and the 
use thereof for treating pains and inflammations. Thus, 
none of claims 1 to 10 is anticipated by D4 (PCT Article 
33(2)) . 

In conclusion, only claims 3 to 5 are novel over Dl and D2 
(PCT Article 33(2) ) . 



V.2.2 

Said claims are also inventive, as even if the concept of 
combining a proton pump inhibitor with a non-steroid anti- 
inflammatory or with a COX-2 inhibitor and above all the 
association of tenatoprazole-NSAI /COX-2 inhibitor is known 
for the treatment of pains and inflammations, none of 
documents Dl to D4 suggests one of the specific 
combinations of claims 3 to 5 . Furthermore, the present 
application demonstrates that tenatoprazole has high 
bioavailability when administered orally, a low metabolic 
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rate in comparison to other proton pump inhibitors and 
therefore, when combined with a NSAI, it provides 
significant advantages over other conventional treatments 
(PCT Article 33 (3) ) • 

V.2.3 

Claim 6 is not supported by the description (PCT Article 



6) . 
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